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L5 ANSWER 3 OF 4 EMBASE COPYRIGHT 2002 ELSEVIER SCI, B.V. 
AN 82102429 EMBASE 
DN 1982102429 

TI Immunotherapy with bacterial ribosomal antigen. I. Clinical study. 

AU Martin-Gil D. ; Dieguez I.; Oehling A.; Subira M.L. 

CS Dept. Alergol,, Fac. Med., Univ. Navarra, Pamplona, Spain 

SO Allergologia et Immunopathologia, (1981) 9/6 (509-518) . 

CODEN: AGIMBJ 
CY Spain 
DT Journal 

FS 026 Immunology, Serology and Transplantation 

004 Microbiology 

037 Drug Literature Index 

LA English 
SL Spanish 

AB Since the beginning of immunotherapy using bacterial antigens, 

many authors have studied their immunogenic characteristics - that is, the 
immunogenicity of surface membrane and cytoplasmic elements - because 
successful immunotherapy requires potent immunostimulation, adequate 
protection and significant therapautic efficacy. Initially, intracellular 
fractions and membrane elements were considered of equal immunogenicity. 
However, between 1965 and 1970 Youmans et al , and Kanai and Youmans 
demonstrated the importance of bacterial ribosomal fractions in 
immunogenicity, in exhaustive studies using Mycobacterium 
tuberculosis. Later, similar studies using different strains of 
bacteria were completed by Venneman et al. and Thompson et al. and 
more recently by Dussourd d' Hinterland Normier, Piner and Durand working 
with extracts of ribosomes and ribosomal RNA from common pathogens of the 
respiratory tract, including Klebsiella pneumoniae, Diplococcus 
pneumoniae, Haemophylus influenzae and Streptococcus pyogenes. In animals, 
these extracts produce a long-lasting immune response and offer protection 
against infection by homologous germs of identical or different serotype. 
These effects seem more significant than those obtained using conventional 
bacterial vaccines. In previous works we have emphasized the 
importance of bacterial immunotherapy in the treatment 
of bronchial asthma- Results obtained thus far are quite 
eloquent and demonstrative, and enable us to recommend this form of 
therapy. The results of the previously mentioned studies suggest that the 
ribosome is an essential' immunogen, source of the immunogenic activity of 
bacteria. Traditional immunotherapeutic methods employ antigen 
extract homogenization techniques using ultrasonic method to lyse 
dead bacteria. Studies have demonstrated that both 
bacterial killing by heat as well as lysis by ultrasound 

destroy the ribosomal fraction. Thus these methods could notably diminish 
the immunogenicity, and as such, the therapeutic efficacy of the resultant 
antigen solution. 
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TI Development of an asthma vaccine: Research into BCG. 
AU Scanga C.B.; Le Gros G. 

CS Dr. G. Le Gros, Malaghan Inst, of Medical Research, PO Box 7060, 
Wellington South, New Zealand. cbscanga@malaghan . org . nz 

SO Drugs, (2000) 59/6 {1217-1221). 
Refs: 48 

ISSN: 0012-6667 CODEN: DRUGAY 
CY New Zealand 
DT Journal; Editorial 



FS 037 Drug Literature Index 

015 Chest Diseases, Thoracic Surgery and Tuberculosis 

030 Pharmacology 

026 Immunology, Serology and Transplantation 

004 Microbiology 



LA English 
SL English 

AB Asthma is an atopic disorder characterised by the activation and 

recruitment of eosinophils to the lung resulting in chronic swelling and 
inflammation of the airways. Allergic disorders such as atopic 
asthma and dermatitis have been increasingly prevalent in 

developed countries, and the inverse correlation between exposure to major 
diseases such as tuberculosis and atopy prevalence has been reported. 
Intranasal administration of Mycobacterium bovis-Bacillus 
Calmette-Guerin (BCG) has been demonstrated to suppress airway 
eosinophilia in a model of atopic asthma. This immunomodulation 
is attributed to the ability of interferon (IFN) -. gamma . produced by 
BCG-specific T(H)1 lymphocytes to inhibit the development of 
lung T(H)2 responses such as airway eosinophilia. The mechanism of 
IFN. gamma . -induced inhibition is yet to be defined, but could involve 
activation of macrophages, direct suppression of developing T(H}2 
lymphocytes, or altered dendritic cell activation and antigen 
presentation. Mycobacteria such as BCG and certain 
mycobacterial fractions are strong inducers of a T(H)1 immune 
response. The effectiveness of BCG in inhibiting atopic airway 
eosinophilia suggests its potential as a useful therapeutic agent in the 
treatment of atopic asthma. 
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AN 2000003607 EMBASE 

TI Mycobacterium tuberculosis infection and the subsequent 

development of asthma and allergic conditions. 
AU Von Hertzen L. ; KlaukJca T.; Mattila H.; Haahtela T, 

CS L. Von Hertzen, Finnish Lung Health Association, Sibeliuksenkatu 11 A 1, 

00250 Helsinki, Finland 
SO Journal of Allergy and Clinical Immunology, (1999) 104/6 (1211-1214). 

Refs: 27 
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DT Journal; Article 
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LA English 
SL English 

AB Background: Epidemiologic studies have suggested that certain viral 
infections, as well as exposure to Mycobacterium tuberculosis in 
early life, could, at least to some extent, prevent the 
subsequent development of atopic disease. Objective: We investigated 



whether M tuberculosis infection in childhood or adolescence has any 
effect on the development of asthma and allergic conditions in 
later life. Methods: The study subjects (n = 1162} were individuals 
notified to the National Tuberculosis Registry between January 1, 1966, 
and December 31, 1969, who were 20 years of age or younger and had 
verified or justifiably probable new active tuberculosis of respiratory or 
other organs. The control subjects were age-matched, sex- matched, and 
geographically matched control pairs from the Population Registry of the 
Social Insurance Institution in Finland. The subjects were followed for 28 
to 32 years. The prevalence of persistent asthma and allergic 
conditions among men and women at the end of 1997 were calculated on the 
basis of the Drug Reimbursement Registry of the Social Insurance 
Institution in the whole study population and in the subgroup of subjects 
aged 16 years or younger at the time of M tuberculosis infection. Results: 
In women a significantly lower prevalence of persistent asthma 
was found among those aged 16 years or younger at the time of M 
tuberculosis infection than among the control subjects {3.7% vs 8.3%, 
respectively; P = .035) . The women with a history of tuberculosis also 
showed a significantly lower prevalence of allergic conditions than the 
control subjects {8.3% vs 14.0%, respectively; P = .003) when the whole 
study population of women was considered. In men, however, the only 
significant difference between the cases and control subjects was found 
for persistent asthma/ with the cases showing a significantly 
higher prevalence than the control subjects (4.4% and 1.8%, respectively; 
P = .008). Conclusion: M tuberculosis infection in childhood significantly 
reduced the occurrence of subsequent asthma in women. Moreover, 
this infection was also found to reduce the occurrence of 
allergic conditions in later life in women. By contrast, no suppressive 
effect of M tuberculosis infection in childhood or adolescence on the 
later development of asthma or allergic conditions could be 
observed in men. The differences in the natural history of atopic disease 
between the sexes and the occurrence of tuberculosis mostly in later 
childhood and adolescence may largely explain our findings. 
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TI Mycobacteria bovis BCG infection inhibits established 

allergic reaction in a murine asthma-like model. 
AU Yang, X. (1); Wang, S. (1); Fan, Y. {1); Han, X. (1); Yang, J. (1) 
CS {1) Departments of Medical Microbiology and Immunology, University of 

Manitoba, Winnipeg, MB Canada 
SO FASEB Journal, (April 20, 2000) Vol. 14, No. 6, pp. A1065. print. 

Meeting Info. : Joint Annual Meeting of the American Association of 

Immunologists and the Clinical Immunology Society Seattle, Washington, USA 

May 12-16, 2000 

ISSN: 0892-6638. 
DT Conference 
LA English 
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GA The Genuine Article (R) Number: 230DT 

TI Mycobacterium bovis BCG fibronectin attachment protein (FAP-B) 
prevents the development of airway eosinophilia and bronchial 
hyperreactivity in a murine model of asthma 

AU Kline J N {Reprint); Zhoa W; Businga T R; Jain V; Ratliff T L 

CS UNIV IOWA, COLL MED, IOWA CITY, lA 
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AB Antigenic and adjuvant proteins of the non-pathogenic Mycobacterium vaccae 
that may be of use in the diagnosis, treatment, and prophylaxis of a range 
of diseases with a mycobacterial etiol. are described. These proteins 
appear to stimulate Thl cell function. Diseases that may be 
treated include infection with Mycobacteriiun 

tuberculosis and M. avium, asthma, sarcoidosis, lung cancer, and 
a no. of skin diseases. Methods for increasing the immune response to an 
antigen including administration of M. vaccae culture filtrate, 
delipidated M. vaccae cells, delipidated and deglycolipidated M. vaccae 
cells depleted of mycolic acids, and delipidated and deglycolipidated 
M. vaccae cells depleted of mycolic acids and arabinogalactan are also 
provided. Vaccination of mice and green monkeys with culture filtrates of 
M. vaccae was found to offer significant protection against subsequent 
challenge with M. tuberculosis. Heat-killed M. vaccae was also able to 
ameliorate the effects of psoriasis in humans with rebuilding of normal 
skin structure. These effects in part appear to be due to stimulation of 
interleukin 12 prodn. by macrophages and, to a lesser extent, interferon 
.gamma, prodn. by NK cells. Proteins of culture filtrates were purified 
by std. methods and partial amino acid sequences used to design primers 
for cloning of genes via PCR. 
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